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-y''\z^mr^7.f-yy''t. 

tmmiz^^^'r^mw,mtt^u^y°^}'^mm^^^x^yy°T$>^T. ^kinMt^m 

imt^^)^-:f^]^m\y^y^^y:^y/'^^'n^tt^. Mmmumm(Dijmo 
[m>m 9 ] 

. rMmy:r.^)i. ^-}i]^u^yy:^^i—)vmm)i^^nz^yyvyf)^^u^Mt^<^mM 

m^m 11] 

fmmif)^^\om^rnf)^-mizmm<o^mo 
mmt^ u 7°^ F- 4^ u ^ y"^ H $ ^ ©ji^^ w^j v^fcma j; ^ 
mMm 13] 
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mi^m 15] 
m^m 16] 

17] 

m^m 1 8 ] 
mo 

[ft^JSl9] 
[tf^JS2 1] 

mMm2 2] 

[tmm2 5] 
m>m 2 6 ] 
m^m 2 7] 

mm^m^^t^. m^m2Qiz$m(D:ijmo 
m^m2 8] 

m&^mmm^^ti. m^m2oizmmo:ijm. 
m^m2 9] 

mmmtimt^'j^y°^}'^mm-^^^m\z. ^ikTo^m-Mm. ^/c^^^l^^^ 
m(Di^^rc mm iz^^xmmmLrc-^y \zmmt^ u ^ 7^5" •^^pm-r § , 
jgi:^^ e.28(Dv^Tn7:)^-:S{^fB«o;^^o 

[ffS^^SSO] 

mMms 1] 
mMm 3 2] 

S r/J^ i) gfigx t: h - y S V h° > § i , i i ) U ^ F iiiPlf^iJ ^ MM 
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[ff5t^3 3] 

^mm4.. 3F4, 6E10*fcmG8^^^, Ji'&fCct-3T«@ffifi#:}C@S$nTV>S. 

mMm 3 6] 

iz^t^. mMmm-^^s^m^rm^-miztmo^y ho 
mMm 3 8] 

ho 

[ft JRJI 3 9 ] 

wm^fzMTL^yn^n^^^. mMm^\zwm.(r^^y ho 

[ffi5^JS4 0] 

jgM^t^M^xt: h-y"i^-^mmmrmm:^\i h-7°«^$nfc^e^xtf h-:^ 

. Mffi^iJil^S^IXt: h-:/(DPH^(Di|g^<D^^P«#U^7'5^ H/OW^Sit#:EJSTS.o/c^ 
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[0 0 0 1] 

mmmm 

[0 0 0 2] 

D§^M4:^^'ab§(Dobsoii CM, Methods (2004) 34 : 4-14)0 ^•O/0^(Z)±i'&, 5X7:t- 
[0 0 0 3] 

y)vy}\^-^-mm. n-^yvy^m. )\y^y^yymm). ffl»iitttJ« 
{m.{.m^^xSy'^]^ymf^Eo^W-^mm\i. y^'\.fzM%^yn 
^%(r^^m^^(Dwmz.^'^xwm^\'^^n^. \mmmM^^'(sm'b^yn^%(D^7. 
7;t-;i/x^>i^<i:M3®bT^T*3D, ^yn^%(n'yi!r~)W4 y^(nmm^h^zm 

§0 z.(j^^^fs.mM\z^\-^^^7.v^-)W4y^o^%^^u\^ms.^m.%^. 
\zmt%mnm^nx\i^ix\^. 

[0 0 0 4] 

tfif3fi^^i5j$n/^c, 40. 4i)o ^mi3mxwm\z%^-^tvk.ifi. mmt.B-uv )'^^(^§'< 

© ffi CD ffl ^ ^ J; r/ B * Ja7j^' -3 T V i ^ o ^ ffl 1^ Till 1 8 0 , 0 0 O^iJ © BSE;0^'# 
[0 0 0 5] 

:/U^>-it«, mWcD^lt, #MJ5^(Z)?i^^fcc, ^^)-t~y7.. ^u^ 

^wmmmm{mo^-'^x-h^. t h7°u^>^tit!r«;s:^D<^j/7x;p h-^^y 

^(CJD)^^^, Z.n\Z.\Wm^. ISMtt, *5j:yt^i^tt(7)»^a&S„ 1996^i^>l*., CJD® 

riTfe:^c5:^J^j (vCJD)Mffl, 7^>x. T-r;i^^> K*?oH. #?S. ^^J'UT, 

^x.xs%-f^\z^\^xm%^nx\^^m. 41)0 «cjd«, ^^n^mMrfSiTH:?'^^^ 

3 S V * ISfiT 5 ^1 i: T- ^ 5 . vC JDT^t J/^f |$^;*cBg;/m (BSE) O t h fl^ T ^ t/ ^ 

Qc^:^<^:YJ:^^(42)o \'f^yk\^fzM^wmixm-t^z.}iij^^(D%-^jKmk\^. \i«7T-ru 

>^^0[i#.ifT13O^MASM{*:{Cf^#^^X.TVi§o 
[0 0 0 6] 

UmMU^. m^m%u «f4f^W, y^^>. *3<i:tXMp°p^^bTcvCJD(7)W, 
r^z:^e^j «M;'cfj;ii'i:^#Tabs(40, 4i)o •7r:7x^ctr;t^y>?co»e^BSE/vCjmi 

^(40) t:fe^tS«®7°U :t>«tt0^!±l«. lfe?K*5J;r;«®fp^^U;^cvCJD®» 
ex>b{::43tt§vCJD0Mjfi®#^=foMi^T2&S(52, 53)„ ;^:^3'^*3J:rJ^"fflttj£^f^. vC 
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[0 0 0 7] 

BSETafe^o ±«®S*O173.000m^Mx.S^W»l4BSE^^!^bT43D, 3"g"7a% 

It® 1996^® r^ih^fiifc^^nrcj ^^^(r^i^TS-r^-rfs^^nT^D. e^/^^^^^^ 

®^K?¥4•T1!I®r§pJtgW^.^^l<^:^^b (54-57), MKh h^MtcMbTS^ 
T ^ ^fcC ^ nx l^fcMO^ffiW/^j^^t^tt^^To 
[0 0 0 8] 

J; O^^if ^ ® V * f4f J% ( i^:^ J: 7 H 5^) (DllttfF^I6^ (CWD) « , 7 ^ U 
[0 0 0 9] 

$ i±§ wmMm'^m^wm' x it m ^ nr v^ts: v^^Tte(7)«#^ ^ ^5,;^^: § (4 

1). y-^;i/«^K#®Dr. Stanley Prusiner^c J;oTr?^^^nfc7°U :<i->»t::cJ;n^i 

Jl®-fVSX*§, PrPScfcii^'|'475^'#ffiT-5>o ^^PrPsc^i7°U^>«tt®sfe]Mf:::fett 
S SB^)^j: (S ;t < Ri-co) t ^ d (5 <h ^ ^ 7° U :t >ii^(Z)li;0>^=c 
Prpsc}3:, 7°axT— ifii'Stt^ pf#l4cD^/-7 — TV 

tt:^^Mg<. ?«bfe^^T#ffiT^(29, 31, 43-46)o 
[0 0 10] 

. ^0iEmm®'ryM(PrPC)fra*r'5o PrPC(D-:^SB«PrPSc0^ni:fgI-T$)§ 
[0 0 11] 

:/U^>lc«bfcnJft^»^^§fchS*cD:fen"B^;^cttikMfn0^^tt^f¥ffiT 

-T'l^mibT, ^a;^j:^oa^«-?-0Mfi#Ef3*(Z)Mt^fctt-t=MbTV^;^d;v^„ 7°U:t 
, 3~6;^J^J;«9:R<^ffl*;^c^i77>X{'MfibTVifc{[g#:^)^5)©jfiL^«^MJ5TVi^ 
[0 0 12] 

^^PJjCJD;^mt:fet-tS^-C5^^0ffi1ie5Wt^ttflK^^^(EEG), M^^^fSB*^?* (MRI 
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[0 0 13] 
[0 0 14] 

p r p 7° n X 7 - if »tt , 7° u :t >^ p b TS # < m flg $ nr V ^ § ^ irfitm « 

So ^^t/iTPrPSc®7°nxT-«ttPlr>t^. ^ A/ yn>:/7^^ >^fcJ:oT(PrioiiicsHii: 

7°DT-r-ifSSttPrPSc>fo, 5^S(Z)«*3d;MrHie»«Mfctf{i^tSJ6§(31) 
[0 0 15] 

:/p x7-if imPrPBT>T-0^t±ife, PrionicsJ^ J:oTiSll^t^^%^nTV^5»rr 
f«(47)®Sli<i:fj:§^OTafeSo L;^^L;^j:;0^^5., S4'(Z)7°nT-7-ifimPrP®^ttl^i 

[0 0 16] 

y>^/l/h'-/jN#:M*(PD. LBD);^J:^(DttMttilsfe, a^oi]Di^p*5^r;^;i/X^7 
A > AD ^ M jSiP:^ f:: IIT S f#ir ^ ttT (/ ^ S (h 1 1 p : //www. a 1 zhe i me r . c a/) o 

[0 0 17] 

mmUd. ALS, 43j;r/PD/LBDttVi-rn*>, ADt^tj-S75n'f HfjlKf*37>A°^S(AP 
P)C075P-< (Aj3)SffM-:ALSJr*3tj-SX-A°-:t^>'HS^7.A3'— bf-KSODl), *5ct 
r;PD^d;mBD{c43tt^ a->^5?^l/-r>(l)^^is6fc, 5X7 4--;i'X-Y >^J^^^]104^U 

FAP)«. h^>x-9-'i'i/5F>/^^7SftbT7^D-r F±im^?i?;^]c-rs;i^;^;^^fe^fet-So 

«©^»®AD, ALS, *5i;rJ?PDi:M^;^)t$)So 
[0 0 18] 

Adit. ^^tnhm(D^>/-^^KM^'kf^m'^^&^i4^\zmm)M3 (1~40), kIS (1~42) 

^j:m)3 (i~43)-^y5^H;^/^e)^(tK$n«^7°^-^(D«F^j#«ir«^^^&§. - 
mmf3im^mBmmm:^xmEMwm)(DnmmmT$^^. -^^iz. mif^iz^j >mi\^L 
rcia.u^ y/^!7niw^(D'm^Wt!^^^ yn^m.) t^^^izmi^^n^w^wMwmmm-i 
. mM(D-:x-uy^\tmu^\zmmt^{^)o mmmo^mt. appkt. ^fcfi7Vir 

n U > 1 S 2Ee 7- S^^^M J: o T I ^ $B ;i $ n § Bltgtt:?^^^^ D (www. webs i t e f o r m 
utations.com), ^CD^^ >/^^S^jigtf«APP/O^SA)3^07°D-fe>->^^^<^:llf^;^/^'^§. 7 

^4x.s(54'tigi^)o A/3«ADa#©ifiL»j:t;csF4', f^^mziE'Bmmfpr^mih-^ 
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7^ ^^>b4'^r#ffit"^(Mori, HS, JBC (1992) 267 : 17082~86)o TaucfeJ:l5U >^ 

TVi§(7:84^f;ltii)o 
[0 0 19] 

mmmmmmitm 

J , ^^ZSAm&n^omMcD r±g|5Mr:zL-n>j (DMrnz^^hoX^^o ALSO 

xA^-if-i(soDi)(io,ii), y')-yPii)mmmm(D^&mz^^ho^-v$>^t\^^ 

D >X7°^-f i/>^^P?S^«M;O^^^B SX^>S$nT^T 1/^-5 (12; www. a 1 sod. org) e ^ 

hS0Dl(mtHuS0Dl)^f6?ir^ h^>Xvx-^y^V!7Xtt, t hALS<i:ffi;S6i)^ 
d;r/;/HMM4^^-1-§M-3--P>-£t»i^^;6lU(13, 14). «Mt hSODKwtHuSOD 

>xi^x^^7^v'7x(i6, n)^.i:zsc(Dmm<Dmm^m(we^Mzi5\^^xmm'r^^ 

tf)^Xt^o 

[0 0 2 0] 

A° - 4^ > V >-li:fe J: \i~^l^i$^m 

PD«, mM*;0^^ADfc::^ViX^2^4© (100, OOOOiiaW^fc D 350*X ; 1) 

^x*§o ^nM^©ii:g$, mm-^. id^zsm^\z^'Dxm)M-mmm^n^i2\^ 
\zmm)o /"^-^yvymo^Am'Aommmmix^^m. mm^tmmm(Dm^(Dm 
Bfj^. ^mz^i^^xmrnizmi^-^n^^m^-zL-uy (Qo,QOQ^x) (Dmi^mx&^m'M(D 
, m^(D:z:x-a>^(Dmm\Hu}i-n^mzj:.'Dx^m'\-n^n^o i/H-zM^t^a-v- 

. s§{M4®/^-4^>V>^^^T^ii#fr*5t/^Tl8^$nT^TV^-5)(23^^rfil5J; www.p 
arkinsonsmutation. co]n)o ?f?^fi#:^^;ttPD<hr^1fl^;0^^^^fdiCDjt{5^^S> a->^^ ^ l^-T > 

m^tmm^$)^/^-^yx^^(22. 23), a-vp?^^<>;o^^>^i^$n§tx^^M 

l9iM^«Xab§^H-/jN#:fR(LBD)lC*3V^Tffi^$nS(24)o LBDtt. BOiT^Mx.^ APbI© 

mx2o^dQn-±>h(D&m^^^^. kd\z'A<mr.(Dmh-mmtm(D^mmm^x 
^^njmm^^^d. 24) c 

[0 0 2 1] 

TO©#S^Ci:":jT#W^tj-^n^, jifTttOWg^'W*X*^(48ff'f-^^|{£), 36£;^± 

?I^JB^:-r(49, 50)o 
[0 0 2 2] 

mmmmtfA^ 3 iiz-r (drpla) 43 j;ra-o75^©sop-/i^Ptts»^i)si (sca) 
E(D{mt>v ^iv^ ^ymm%. :=-^-oy^(Dmm.tA^f)^izmm^&^ mmmma^ 

^^r^o ScA-ljtjH^«4'0#:S#ij^;Vi5^5>M««0f'JDJi^^Ci;oT, 

;i^'#ffib;^j:<:^d:S(51)o 
[0 0 2 3] 

y;P^7A^T-|i(AD). ffi¥litt«ffi«(ALS)*5j;D^A-^>y >-(i/Hf-/M*S 
(PD. LBD);^cJ:^©#«tt^tt, a^oiPi^»ci:t)^X;i.x^TvXT-Afc^^Tsa>^/^s: 
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o T. mm^m(D^)V7.^riy7.T'h\zm'r^wm^^^ ^ < <hs^n§ 
o ^^\z. wmo)mi)immz:^i^^znii(D'm.o^±mmM. mmommim^f)^- 
mzit^mizMhr-^B^zm^mr^^^t^. m^^mmmjjmzmt^mo^jAif^ (3)0 

[0 0 2 4] 

\Z'Z^mt-^nzo 

[0 0 2 5] 

uz^7.9-y(Dm^mmmmm^mm^izm^xm^'^tix^xi5r)iYomBs^. 

J Clin Endocrinol Metab. (2004) ; 89 : 150-6). mk^Ui^?.^>U^)l\tmM^^U^ 

>iy=io >Mm \z :fc t/^ Tfss'j ^^T^c L T ^ -^mm^h^ z-t^. mmt.^<m\^x\^ § c 
^h\z. Bmr^u^ Ym^y°^Y{7^')yt\^x%%wf^n'^)(Dim\^^ nmmm.m 

U^:/5^H®^^/&t$i^SS^<h^^li^bTV^§(Hull RL?), J Clin Endocrinol Metab. (2 

004) 89 : 3629-43). mWs'\mm7^u-( Ym^'f^Y^m'^t^z.t.ti^x^mm 
tm\t. -m^^xsmm^xf^m^^mx-^^^om^mx. \\mmw.m^m]At^(D 
\z^m\zMmx-&^t.m.t)n^o 

[0 0 2 6] 

^< (DW^(Dm^. ^>A°^KiZ:#:|BJ$Mji«>i^ST^5i:#7ue.n^(Ishimaru D. 
Biochemistry (2003) 42 : 9022~7)„ M^IHJM, mM^^U^'y J (D%VM^ 
Jl|»iIl]$iJH^p53^>/\°^H)l*#;0MS;^j;^H^^t" (Butler JSe,, Biochemistry 
(2003) 42 : 2396-403 ; Ishimaru D. Biochemistry (2003) 42 : 9022~7)„ Z(Dm 

mi^m^t^(Dm\mux\t^^z(Dm^mi^^\znmvx\^^tm.t^n^{uv\mxv. d. b 

iocheniistry (2003) 42 : 9022~7)o m^hfcm^^\^^'t^Zt■mx^^7 y^^m^ 

m±.-^m tm^'yT. x a ^ ^ ;t -^t^t>n. mmi^K^mm\tt^ z.t.\z^-3 xmm^ 

Wm^X'^U Dobson CM, Methods (2004) 34 : 4~14 
[|f^ittfF5:K 2 ] http://ww.alzheimer.ca/ 
[#^I^3tM 3 ] www.websitefGrmutations.com 
Um^XI^A'l Mori, He>, JBC (1992) 267 : 17082-86 
[##i^^ti^5] www.alsod.org 
[|f^#Bl-3tM 6 ] www.parkinsonsmutation.com 

[##f^3^M7] Youn BSf>, J Clin Endocrinol Metab. (2004) ; 89 : 150-6 
[##f^3tM8] Hull RL5>, J Clin Endocrinol Metab. (2004) 89 : 3629-43 
[##ff«9] Ishimaru D.&> Biochemistry (2003) 42 : 9022-7 
UmfrX'^l 0] Butler JS?), Biochemistry (2003) 42 : 2396-403 

1] Kohler:fcJ;t/Milstein (Nature 256, 495-497 (1975) 
[##i^3ttXl 2] KozboriS, Immunol. Today 4, 72 (1983) 

[##3^3tMl 3] Cole6. Monoclonal Antibodies in Cancer Therapy (1985) All 
en R. Bliss. Inc. 77-96^— v 
[##^«14] Huse?,. Science 246. 1275 (1989) 
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l^mf^XMl 5] Morrison^). Proc.Natl Acad. Sci.U. S. A. BK 6851 (1985) 
[##fFMl 6] Takeda?), Nature 314, 452 (1985) 
mmxmi] Cabinye>, 3^^ffl#fF^4, 81 6,567^- 

mmy:m2] bossc, ffl#fFii4, 316,397^ 

[#B^«3] Tanaguchie,, ®^'>H#fF^^EP171496 

[W^^SiMl 7] Ward 6, Nature 34K 544~546 : (1989) 
[##fF3tMl8] Huse6> Science 246, 1275~1281 (1989) 

9] McCafferty^, Nature 348, 552-554 (1990) 
[$mt^SM2 0] Cerchia lib. FEES Letters 528 (2002) 12~12 
[##fT-«2 1] Bianchini?), Immunol Methods (2001) 252 : 191-97 
[##H^3^M2 2] Crawford Brief Funct Genomic Proleomic. 2003 Apr ; 2 : 
72~9 

[##I^^M2 3] Pizzano R^. J.Agric Food Chem (2004) 52 : 649-54 
[##9^:5:1^2 4] Elan, J?), Nature Structural Biology (2003) 10 : 461—67 
mt^Xme] 2OO3^f^8i^2O0(-[±JS$nfc3Rfflmiim6O/496,381^(MMethods of 
Detecting Prion Protein (Cashman & Lehto) 

[#tf«7] 2003¥8J!21B^Cf±iS$nfc7i^Hailiim60/497,362^(gMEpitope Pr 
otection Assay (Cashman & Lehto) 
[#fF:5:K8] *:^iS^mffil|2,437,675^ 
mmXm9] *:f:$^ttiiim2,437,999^ 

[0 0 2 7] 

*^§^#6«xtf h-^z-fs^T^y-fe-f (EPA), \fn.m^^zsm(Dmm^mtmm^^zsi^ 
^:/5^HPrpc«, -mizvrv^^ tm-^M^'BrmM^ 'jm^o^j y >^^m 

§0 AD, PD. LBD, ALS43d;rJ^Wj;^0^S^^, «^>/^^Mc7)5X7:t-;PxV >^'*5 
[0 0 2 8] 

^ Tc \m^m^ ^ m.m^rm^ i \z^\yxmm'^mx^ d , ffi® > a° r \z.^\-^ 

[0 0 2 9] 

mm:r. t: h - 7°^miif^ij \z^^ i\:^mmm tmm^m^tc mmm^x^^ ^t-^Eot^^ 

^ST § X T- :/ i ^#^o 
[0 0 3 0] 

mmj:. If h -7°©gM'sJtgtt^;^c^igM^««, U ^7°^ (P^S) 1^1® 

u ^ 7°5^ F s mmm^- u ^ 7°5^ H s £ o t-^^^-to mm ^ , i^a (isiS) n 

ji ^ > /I ^ M ^ J; n^^lf ^feM ^ >/\° ^ H © 1 *3 T , ffie^ X tvh - 7°«gM BJig T^c e, 
T^bSo ffi©7}?U^7''^KTtt, «Wxk°h":/«MM^t^T^So 
[0 0 3 1] 



fig#^:F18968A2 PCT/CA2004/0Q1503 (Proof) jSffiB:¥fiKl8¥ 3J^29B J_ 

Mtih^mzRm-rmmx^'DX. mm'^mr^:r,\i h-y°mmj^\i h-yi^^n^^^ 
^yy^)\^^<Dm^^^Y-^mm%^^n/'^fzym^-^^^y.=Tvy°h. 

^'^isr^^Tsj'vy'h^^^-mi.-^m'^^^. 

[0 0 3 2] 

y°\x{mmmmm.\z.i:.-iX^mmzti\.xmm-^n. -;^prpsc®^^««*#p^jr 
m^^ti^z.t.. ■^^\^\%'^(}^m'^\^^mmmx^f£^^z.}:.\z^'^x\\L^mmm^^ r 

J:oTfei:^fiIi^::^>f LTW^n, -:^PrPC(7)^^JigMRltg5^j:xlf h-7'(7)®Vi{cJ:o 
[0 0 3 3] 

[0 0 3 4] 

^ y^^^w^fz.\m.%ifyn^m^^^^^. m\mzwmms.^m^^xm^m 
3A#:SJs©iietixt>-:/{'j:^T#ii[#tte,n^ffio^affi(^5^s^m^^ii«-r6c 

y^H)<h. ^n&;Ot^^H:l^Ji:^g^-r§J:t;O^^T^;^d:ViJ;c>(^»ffibfcxtf h-7°^{ifi^ 
■r§fb^^iI{«tlK^SJS$-&^;^T-^;; 7\ W>7>4i®4^ U ^7°^ H 
J:WSfctt«$-B:§X^^;/7^, *3ctrJ^;tie5xlf b-^^rMTSiii^nj:<H®^m»Jm 

xif h-y^^^TUfe;0^^^;^^^^^«XT•^7:/;^cl:^®7^T•^y7'*|WIat^t^c ::n 

[0 0 3 5] 

\z^-^x\x TEPAj tD?«ti, y°^)^y^yn^%(Dm^. ^moMtti^. :/U:t>^© 
ii^fi 7-* J; M t Hfl^ z?)^^ ^ § # U ^ 7°^ F ^ li j5KT S ii # ^ ti § mWM%l-Xh S , 
PrPSc;^d:^^(7)SftLfc«r«^>A°^K^^ai-r57cS?)a^¥MT5^*0^V^^?i-l:*§ 



[0 0 3 6] 
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A«PrP y D T- 7 tf Btt, y U :t >^ffl (Dg < rUK^ tlT 1/^ § ^rrlS^® t ^i-f^ 

[0 0 3 7] 
[0 0 3 8] 

#u^7°5^HcDi^>-/;i'^, ^mmizn^y/^^^Mtit^mizKmr^mmxh^x. 
^n^mk'd\mtm^r^ zl tf)^x^m^^'D\zm^htc:L\f. h-^^^^flfpT-sai^tt^ 

fcfi^E^ii^^'^k'^'r^Ts'rvyii^^tsf^mmzmt^o 

[0 0 3 9] 

[0 0 4 0] 

f^M^tg:^j:lie^xh°h-7°^S^e^^rWT^»^Ji::!]^U^7°^H^K#$#^XT- 
^ T , ^ S VHS l^AT SEi«t-^ tlSe^ * tt'fli^e^;^?^ J: o T-?-n?raffi W fCl^S 

i ® fl^ f:: IS ^ t" S li^ m 4^ U H ^ $ i± § X T- 7 7°T o T , 4t tfi^J t teM 
Mif &^x t: h - 7°© rHlco^^;^^\ S^W^cMffiT]^ U ^7°5^ H tt^gWx t: h - 7°;6^^Jg M^fg 

u ^ H ^siiftix b:. h - ytmrn^mx-^'o fciimmx ^ o n t l , Ltc-ffi-o 

[0 0 4 1] 

mmxh^t-^E^t^^kk^^^ijmx^'DX. 

vy°X-$i-DX. m^M^LmmXU. ||S[!i<jxk°h"7°mgMpJtgT$.0W^JtSJ^Kb, 

m\t. ¥mmmmnm'^fz:\mm~^n^m^^^A.^z.h\zi:,'DX. h^^^mx^\z 
tm't^mmm^fcmt^mi3m\z^'Dx^ti^mMmzmm-^z.t\zi:'DX. 
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[0 0 4 2] 

. ^%m\X. |g&^xh>-7°$^?:Mffi#U^7°5^F:^W'^fe3!iiL«mSfett#if^MiL 
#:EJMT S 5 /0> ^l^tB-r ^ o T. 

^:/7°T*-3T. »^feSiLf«a)^T«. IgWxlf h-7°;0^^igMpTtgT^DjfiMiSiSU 
, if^MS:#:Km-m, <ge^xh>-7liJgM^igT$)0EM<tSJSi±T\ 

rd^T § tias^ * «f t;: J; o T^ti^^ W fcl^^fet" § ,h J; o T, 4? U ^ 

F ^ < X 7^ ; 

«>i^U ^7°^ F^MbTffi.€©fgM^tg;^ci:Wxh° h-:/^gM™;^ci:SWxt: h 

j^M^i^/^jS&^xtf h-7>?)jtMpTig/j:1gfi^xtf l>-7lc^M$nfc1gWxtf h-7° 

M^e<jx tf h - :/o PhI® |g^«f^ffi4t u H /&W^Mi:#:eHffi-e o ;i i b , 

^1 i ^^TX X 7 7°i '^^i^^^fe'fe^t^o 
[0 0 4 3] 

MffiTj^U H^»tmt<7)f^M^tg;^ci:^Wxb° h-7°^tgMi5Ttg;^j:g6i)xlf h 
iWe^t|g^1-^^{±l^iJi:^U^7°^F^gM$1i:SXT-y7°T-g):?T> l^m^J^^SM 

[0 0 44] 

bfct^V^y"^ F0»§5X7;r-;i'xV >^^ii^. ffiUfSiJ^^Wxt: h-y°<Dm<^Rm 
^m^f^M^i^^mr-^^^. ii)5X7:t-;i/x^>^t>i^®4^U'^:/5"F«, 

MLx. im/mmMtmmj:-\ih~y°<Dr^(DR}^^^mi^^^&^\^^m&r-^^^. 
w^fcitw i) u ^7°5" F(73 mmntnmj:-}! h-:/cDrBioMjiS^^tf 

[0 0 4 5] 

-ff|T«, MM4tU^7°^H«7°'J:t>^>/'^^R^^^> 5f4^7^-;PxV >^'« 
l^©Ai#:Em«Sf^M7;t-;VxV >^'TO®7°U^>^>/1^K(7)YLffimS:^^. 5 

;i/xV >^iicii(Z)^>/^7Mtt. APP^rc«^cD^iT«T5p-r ^(D-iimm^^^ 
. 5X7pd--;i/7=V >^l^M(DVL#:gBj*«y;v^7A^T-mpp*;^c«^©^ilT;£t;T5 
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[0 0 4 6] 

[0 0 4 7] 

i ) * mmmizmm-r^mwrn ta^^mza-o xmm $ ntc^mm o u ^ ■/ 

[0 0 4 8] 

vu^yy:^-^i—)vmm). uy-y=L^j h-;v-B-x7}^^^>H43j;t/i,2-x7j^^5>-3-(p- 
xhD7x/=^>/):/D/^>;fe^®X7j?4^$^H, p^^l^>^fett>^7>^U>^=kOTj®{b 

o 7j^'J^7°5"H«, I^M©ffi(7)4^U^7°5^H)0^5>. :fei;mill©^>^;0^e,4^U^y5"HM 

hu\fyi;m(^7=.i^ym. w.m^rcu^^w.m^^t^). ^mf^mi^f^^rsm^^tii^ 

[0 0 4 9] 

mwmo:)mi:izmLx:iz.\zmmr^:^mm(D:^mx^yyu. mmmiz. mmz. 
^ ^ V i ^sffi ® ^-a- ^sf^ffi^ u ^ 7°^ F e. jiif ^m^Lx^(^t^^ ix >^ mMt^f^:it^ 
mmmiz\t^ti:it\t.^^m^\z\tm$i,\zm^f)^x$>^o n^^j^m^^iz^-Dxit. mn^ 
fc^s^ii^n^ ;i \z^-^ximt^ u ^7°5" H;o^ ^>iiM/0^T^i$n6i: 5 \z mxu. 
mmm^^^-^m^rc}mi\:']mizys.^<i:o iz) . ^'zymwrnm^^^^ :it^^t}. m 

[0 0 5 0] 

^^*<t^i, m^ummm^Tcmt^mizmmm^^^'mt-^^^^t. ^ffi/j^u^:/^ 

[0 0 5 1] 

^m^lJ«. y^U:t>5}^U^:/g^H0Xlf H-T', y^n^ H/3(73Xtf h-7', Q!->^5? 
7 ki- >(7)xlf h~y\ Sfc«SOD10xt° h-:/^^aiT«)tn:#:*i©^f::J:oT«^tf 
o fei#;^m7°U^>irL#:6H4:feJ:OT4, 43 j:l^i)iT5 D-fH i8tn:#:6E10*3 j:mG8©^^ 

^rc\t-m'^}^m^^z^-Dxu^^. 

[0 0 5 2] 

^mmo^m\t. }ihti^(Dm%mmzmLxmf^-t^z.tmf^i'^\ ^^\z:^mj^ 
(D^mt. m^rj:^(Dm?imm\zmhxm'r^^ttimi^v\y\ -^^^z^mmo^^mu 

[0 0 5 3] 

:^mm\t. ^mmm\ztmt^:^mM(D-:^&^mmi'X. ^yyi]y'p(Dmm^myLim 

moim-^ U ^7°5^ F o T, liWx b° h "7°S-^tyf^ffi7}^ u ^ 7°^ F (7)#?E t;: J: o T 
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f]m^m\Lmmr& -Dtc^t^Tr^-rT.r-yy^t ^^t^i^m iz^-^^x. imM-^)^ 

[0 0 5 4] 

xtf h-y'^^mmt^v ^y°^ ]^^^>y'')Vfj^^m^a3i^^m\iM't^. :$immm\m 

mfmm:r.\^v~:f^mm^mfm^'^^:r.\^v-ylzmm'^y.v-v'ft. 
mm^mfmmy~\^h-y°f^^\mmmmm^}^ h"7°f::tej^$nfc^wxtf 
twm\zm^-t^^mMt.Tt-')^y''^Y^mm-^^^ys^vy''xh^x. kmmt.m^ 
gy^wxtf h-7°orni©M^/0^\ mmt^^)^^^\^mYm'^miLWUMxhofcz.t. ^ 
^xs^yy^)vmm^miLmm(D{mt^')'^y°'^ h^^o^i t^^b. ^irm^iji^x 

[0 0 5 5] 

^(Dmmw^mxnifmm. liWxif v-yf^^t^mma^^)^^'^ Ym)m&-<Lim 
^)t'^EDt^^^^'^^ijmxh'^x. 

yy^x-^-DX. m^mtL^mx\mmj~\f.v-'ftimmnmxhy)mmnhK)^^\.. # 

M^t^T * 0 , S ai) X t: h - 7°:^^' jElIf ^iJ tK)B-t^Z.t.t^X^U\^7.'rvy° E. 
Mffi#U'-^7°^ F*MbTfgM«^j;gfigxif h-7°^gMpTig;^d:Sfi^xtf 

\m'^%^tmm:r:.\^v-y°f)-^^^mmmmm:^}i v-f\zm^^nfmm:r.}d v-y 
Emm^\z.m'^t^m\^MEm ^y°^ \- ^^m-^^^Ts^-y yx^-ox. m\i^M e^^ 
Mssgx t° v-y'cDmcDmi^ifi. im^^ u ^y°^ \^mm'^mtLW-mxh'Dtc z.E^7n 
\k\m\Emi^j^\iv~y°(DW\(Dm^(D!Km^. 'ifs\)^y''^]itim^miLmmxh'D 
fz.^E^TT^'rT.^vy E^^tiumzmr^o m^u^n^'im^tcu 
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[0 0 5 6] 

(g1i^U^7°5^FfSi3-75Di' F^^U^^'^^H, tau^ >A°^RSfe«APP^ >/1^H. S 

ODK a-yy^^u^y. ;\y^y^'^y^yn^n. p53Sfc^sj]$S7 5 F^j^u^^" 
^}^^rz}t]yy7.^y^m^iz^^ru^t^. mmm\t^)v^^ymmm. mmitym. 

(4HNE)^J;t;i^Tv'J >^^:^j;^»e.iI-&{cJ;-:^TM*l^$n^o ^U^7°^ 

tt^J*3 J: :t h o tf ^ t J: o T. 4^ U ^ H ^ ^ 5. f;: j; -9 T 

tt $ -& § 0 U ^ 7°^ F ^. ^ U ^ 7°5^ F ^mmm ^ § J5 (Z^I^Jim^iJ ^IH /tm 

fIfcJ:oT. ^}^U^7°5^F^±i^^ii:^T«»-rSo j3^?l««:^^hnt°>y^^J. # 

trso irL#:^a6Eiosfctt4G8^ij^f::j;oT«^t^c ^m^m±wumm:'Di)^(D%m 
'^m.xn. 7°u^>-ri^('^J^^^BSE*^c«cjD), t;p^7;\<-7-#j. /\°-^>y >^^;^c« 
y]d-fmm. /\y^y^'vym. mmmmmmit^. m^f^\mw.muE(D^yn^ 

[0 0 5 7] 

m^\zi^'DX\t. W^'Ji:f^M#'J^7°^F^SM$it§tfi^c, ^xToumMm. 
"^fc \m'b'M(D 1 0 S «^Sic t -9 T tuMJi t fc^t > ^ f::f^ffi# U 7°5=- F 
tm^t^o m^\z^-oX\t. M^iJch«:?J^U^^^F^t*M$ii-^IilC, ^a<Jxt:°F 

-^^^v^y^-^^irt^t)^^ m7.\t r^g^xif f-^j ©3iT^T^ctB«b/i0<]i 
xtrF-:/^|wi^-r§)<, ^§i^\zi^'DX\t. csf, «> i^^ir-fy- 
^y^jx^^fc mmm(DWh^ ^m^-^ti^mmfc\t^m-^yy'')v^\zt-'}^^=f-Yt)m 
STSo :^mm{mmmu. liwxif h-7°^'^oMii#u^y^F;j)M)if^MiLffi 

\iv~y°mm-t^^wi uibmzi)wm:r.\LV-y°^^y\iyf'^^^^t. \\){m 

^x\mmumzn'&-^tix\^^o v\wmt^yY^ ^ y^m^L '^%m^kUE 
(D]Lu^m(Djxyy7~i^^mm^M^\zX'DX\t^^\z^i^o ^vv\t. mmn^m 
^\z^'DX\f^ib\z^t^o ^vv\t. ^m^mm^xsts^vu\iy ^m(D^(D^PU<.h 
%\-z)i)'^^WSi^n^^m\^m^\zii'DX\f^^\z^ti. ^vVU. 4tU^7^9^FX^ 

>^5'-F^«^^'J;oTtt$?.^3^^^o 4^^yF«. mm^^mm^^y/^^n. ^fc\tm. 
mmm^ yn ^ n^m^i t tcw^^^ yn ^n^m^\z^^ xn^ts. m(7)mmr^m.x\t 
:$^mm\t. mmmtmrnvxi^^^im-^v ^y°^ \^tiM)m^miLmm^rcmi)mf^ 
miLmmx^^f)^E^'^^^mii^r^yjmx^^x. {gffi4^u^7°5^F»fd:< thi-D 
liwxif F-y^#^^. mmMtomM:B^ummm<Dm^o)'^^. «4^u^7°^F?:{i 
mi.xiiM(Dmm^mrmmj^\i h-y''^mm'^mrmmji\i f-7°^c$b^l.. 

iSMW7^cj:Sei)x t° F-7> e-^SM^fg^cCSWxlf F-7°tc«$nfc®fii]xb° F- 

7° t s^x w ig'&T^itm^j t # ij ^7°^ F $ -a- s X T- ^ o T. tii^ij t m. 
tmmmj:.^ h-y^cDf^Wi^^u. mmtsv ^y"^ }^mmf^miLmm(m^\mMiL 
i^Mm)xh^rc^t^^v. ^kiiin\tm^:^iih-y°(Dr^^(Dm^(Dxtim. 3j^u^7°5^ 
F f}m^m\Lmmx& -^tz.z.t. ^^tx j- v y°^^ts:ijm iz mr s :^mmm\ztm't 
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[0 0 5 8] 

aiz^^izM-^-^^^o 

[0 0 5 9] 

^(D^iz^^xJ^'^BM^tumm'^ti^it-fx^i^o i^m^^. ^mm(Dmw^^zs 
mmiHiD-^^-^^^ti^^^^zs&^m^K z.(Dmmfmm^^^^m^izBMibi}^tt^^f}'^ 

[0 0 6 0] 
[0 0 6 1] 

mm^^^^r^t^&^^^um(Dm^uiE'B^rz\m^m:^^j^'f^}^\z^ 

7"'; :tymu^(Dmm(Dmm^iz^n^mM(^Mm'\i^tmLx\^^^o *%hj«^co« 

ttlfCjiffi-r^„ *fgHiJ(D;^^M(C, 2^|J^±©3i:#:iamTi^ffib, ^j>?'<£<i:fcl-:3(Z)VL#: 
Em© 1^ * fc mm(Dmm:r. e h -7°:^ng|ii4yf;fgT S . ftm® Ttt ij H ^«^,^.T 

[0 0 6 2] 

nf^^^n^i^\Qimrcm^\om^^^^}t^ti^r>^<(Dmm7^ym^mmm\zu^ 

y^iz^-Dxmmmz^tixmmr^ z. t^^x^^. imt^EommitrATum^^^iE. 
m-r^. ^>n^n'j^'f-:^^^'A-A:mMizy:i—)Vy'4>^'-^n^t^. xif b-7°=£^i^i^g 

imr^. yyyi:-)Wy{y^m^)^yn^mx\x. w^:L}±Y-':t(Dm^^mm\z 

ms.(J^x. gtt^tg;^j:xtf h-:^t«M{cMt»ixh°b-:/T$)^o 

[0 0 6 3] 

mmm Mx.^fxk°h-:/^M^t-§^:t{c^^T, ^^^At^mTmt^Mv 

-7°P^0y 5 y MJiISJC:feV^T, Xlf h-7°«l±i^ij tig 
^rscD^^tfSJ;3Jc. xti h-7°(D^jSt4^{ifi$b?B^$#§:itf;:J;-:5T, xif h 

"7°0isijstt^fgT$-a-§#jH^jHTo mmn(D-'m\x^M^ymm.x^'^. ffic^^j 

h -;i/-B-XiJ^^ V J; m , 2-X7}t^r (p-X h D 7 a: 7 ^ ^) 7°P >fj; ^ <^X7}^4^ 
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[0 0 6 4] 
[0 0 6 5] 

[0 0 6 6] 
[0 0 6 7] 

^•&n^mm^mf^:L\lh-y°\t. r^ttixt:h-7°j tW^-z.hhx^^. 

[0 0 6 8] 

xb°h-7°<t|g'&b^ffiT§^t/i/tT#StlM^ M^«^^U^7°^F^ 
t? > :/;!/ ^ y P - 7*Ma-r ^ S?) fc-^ffl T § ;i i: ^ -& 7° U :r > # U ^ 7°5^ K c7) X 

[0 0 6 9] 

ri^Em^>/^^K*fc^mSr«4^U^7°5^Fj tt, 7}^U^7°5"H®fjtlti^fc«ffi 

mi^M^To mmim\'D^rcmm(Dm<^^^y/'^^'Mt)^^u-^x^^x^<. #^>a° 
^ a^^? i li*;^ b T J; v^o mmmm^ ^ u ^7°^ h -^^^fcm^m^^xs 
mf^mmmt- u ^7°^^ fj^. m^^x^M-^tim^f^-^n^zL u^-i^x^y.m^ ^^'^m 
bTfflaT^^^n)in ^\\xQX%m^t\fz.t^^)^-^'f-Yfs.E(DWL^x^yn^m.^^-^ 

[0 0 7 0] 
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[0 0 7 1] 

[0 0 7 2] 
[0 0 7 3] 

[0 0 7 4] 

y)vy)\-i v-^ (AD) , mmm^'mmmY.m. {^'S)^^xsn-^yv ywv^i-'Hm. 

m-^mm-^o ^;i/-7°<i:bT(D#«tt^fcM-r^> 

(K 2)0 fC^ffiAD, ALS, :fej:t;PD/LBD^SV^Tnfc, AD^;:cfett^75 P-T Ftffffi#:i5' >A 
^ K (APP) CO A 3 Sir : ALS ^3 :Jo tj- ^ X H ^ -if -1 (SOD 1) , *5 0; tJ^'PDcfe J; 

r/LBD{C:fe^t § Q!->^5? ^ I/^ XI) -^^mz.. 5X7 Y >^;|:^Jl^©J}t u -^r/^^ H 

c7)-l^i^ttv;i/^-7-©M^^<]::Pfi:^^^$.^(7^ 7~U;i/. i5 J:mrAEJ[^MIftf* 

a^^#:ft'l40MJl^(DAD, ALS. 43 ctt^PDill^^J^^^^o i^fiM^^^ 

[0 0 7 5] 

Z.(D^^<J^tz.mzifmm\X. rxlf h-7°'f*ST^yiz-fj (EPA), W©::ii-n> 

Mtfe>}tU^7^^H^M*43J:y?^tt$1t5XT-^:/7^t, 

^ :/ D - § X T- >y 7° <h , 
t/K-iilS-arbi^c^J^'J ^7°5^ (^!lx.miSA(C J;oT)^aiT^X'x^y y°b.fi^hU^. 
[0 0 7 6] 

r{^»$nj , m«{c«<hbT^^ra{::J:oT({:5'^x.^fiiT:f$ch0M#(cJ:oT) 
[0 0 7 7] 

if%^\(D-jim^. 7}^'J^7°^H(7)5X7^-;i/xV >i7^:feJ:tX/^fcMft^::i:-3T# 

* fe«I^S:^cJ: E^^m-t 5 0 }c WiB T S c 
[0 0 7 8] 
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^mitlzU^:! t^m^M^-r^ t^M^mLXh^^ (29) . iES*5J;^5X7^-;PxV > 

Tco ^)V:t^^^mmmmmm(D =x7^-;PT-v>^iii^j(^prp=j;D 
nfc, iE'B:B^ux^u~\d-m'^hrcj\i^x^-(Dmiz^^^x. mm(Dm^^mmbrc 

i^yWrniz^^^xmit-^ti^^^ *^Vi«PrPf^jii®ffi(D7}tU^:/5^F:0^5f{b$n. PrPt 
[0 0 7 9] 

■i?'>:/;i/<i:fb^e<j^tfPtiM^s^S$-tir^XT->y:/T$>oT, z.(Dm^^(D^^T^mm\t 
^A^^iymmmnn iz \m ^ t^i^^-^^. zymmmx h^xi:^^t^.t>n^xT-y 

m, ^w^mm, ^tzitti^t hu}^y ^Miz^':^xit^mzim'^nrc'^yy)v^mm 

'fv^yt^^j^y^]^(Dj:.\fh-y\z^mmmi^^m^xyu-ymm.'r^y^f-y'/ 

[0 0 8 0] 

^6\z:^mm-^'it. A^mm:^m\tTjvy;\-C'^-m9>/'^^n^^ii!i'r^o\z^^x 

[0 0 8 1] 

rz\mjj^^w t. ^ti^'f)mmmtm^'r^^t-^^xm^\^^^^\zmiiivrcx.}dh- 
y^imr^it^mmmm. mmmz\t^)vt^'ymmmt^E<^Mmm^R}^-^-^^:^ 
f-^yt. 

'\)'>y)v^(D^^v^y^]^^Bmm^^w^rzu^B-^^^:^T-yyt. 
mmji\d h-yizM't^mm.iiii(D^itim^m^xyu~ymmLx. mmrn^^w 
s rc\tm±(Dm\zt^v ^y^ ]^^mm^mf^m^j^ t! h-y^ti/vx^^rz-^^ a 5 

T^Xx^;/X°^#Oo 
[0 0 8 2] 

jBc (1992) 267 : mn^mf^^(D'mmt^mm^^^o htz-^^-ox. -mmmmxm 

To 

[0 0 8 3] 
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[0 0 8 4] 

[0 0 8 5] 

e> i^mmm t is^-r § ^: <h v> j; 5 1 ® ta u fcx h h - -i-^km^^ t. 

^t > y ;i/ pf' ® 4^ U ^ 7°^ F ^mmmmiW^ ^^^tt ^ ^ X t- :/ <t , 
[0 0 8 6] 

i^yn^mommx * -§> ^^M^tg?^c£ X tf h :/ ^ , /j^ u ^ .ot^ ^ ^^T 

[0 0 8 7] 

-Jf'^mu. »^iJi:S)StfcliWxt:h-7°^^«M#U-t7°^H;^»^, a5^M#:@B 
(^ffi#U H^^|f|fbTfi.«©igM^aMWxtf Wt^fcC^Wxtf h 

tgM^ig;^j:ISWxtf h-^;^^ 5. M nTtg;^j:^e^x tf h-7°}c^^$nfc^S^xtf h-:/ 

mmm-x.MY-v^mmt^'^tiK ^7°^^ F)&^^»^M3i:#:gaffiT$)ofc^ t 

[0 0 8 8] 

yy'x^-jx. mf^miLmm^rc\m±miLmm(D\'Di:\t. gwxt:F-7>ig 

^J^Rj^;;b/c^ViX•r^y7'i. 

7°;i/ $ -a- § X 7° > 
-y- > rji 0 ^ U ^ 7°5=- F ^ l^?S«43 d: W * $ i± § X t- 7° > 

l^eilXt: F-7°«t-§i)i#:/c5:£(D^lll^J^;0ViT7°n-yMUT, «4^U^y^ 

[0 0 8 9] 

^mmoitmmmmmt. ^^^^(Dyjmi^X'oXJi}! h-y°f^m\zM.^my]m\zr^ 
§ iffsifD-hmm xm\i\-^ nr^\^\ ^§ v^mttb«T-r j; 7 t;:ise^x if f- 

. 5"Pv>, -kU>, t:X^e^>*5J:0;FU7°F7T>. fj; e)tXtc$/X7^^ 

>*5j;mtiioy5y^^M^ei)»fif[it"§(25. 26)c mmtiix^i^y^mm^izmmL 
(37). 4ffi7KnA^^^iT= >^-^WS^«^i5^«lfPl-So n>>^rLU F-;P-B-X7l^ 
F*5d;m, 2-X5}t^^>-3-(p-x Fo7xy^i/)7°nA°>^^26fcX/}?^i/F^l, 7 
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<ffiffl$tiTV^§Sj*^aT-*§(i9. 20)o MmtyKM^xxS^^uyh^j^-v^^. ::n 

[0 0 9 0] 

LTcfj^^x-mmMmTu. ^t'^mmmmn\t^)i't^>'Mmm. depc, mmi\:7m. 

[0 0 9 1] 
[0 0 9 2] 

p^*<h^*, mxmm^'i'^fcm\:^mzmmn'^^^m\:-^^^z.h. mmt-^)^^^ 
{z^'y^umomm^tm^^^ z.t.\z^^x. mwm\z^^-^^f^^K]:i^'^mi^ z.t^ 

[0 0 9 3] 

K ± © X t: h - :/0 W ^ t) f o 
[0 0 9 4] 
MM 

\zn^nx\^^i\im(Dm^k7 ^y-^^ \z^\^xmmmzmm-^nx\^^^(Df^E^m^^x 

\'m^m\/^xm%Mt^z.L%x^^. m.m\z\t-^y':f)v^. m'b'^muE(Di3mz^ 
'oxmm'^f^\tW\\zz.t.ifix^^. hfz.ffi-^x-m-mmmxu. if^m(D-)jm^'^mt 

^m\z^yy°)vmmwf^o 

[0 0 9 5] 

5 7, 7 :r ^ > 7' S «M 7 >/N° 7 J; U ^ 7°^ H til 
rn^fW^ X t: h - 7°a)» ct D gM^t^T ^ § g Wx If h - 7°^^T S . U ^ 7°^ H 

^^{±iT^^?*^MbTv^§„ if%m(Dijmz^\^^xmm:i^\±v~y°tL 
x^mx-^^. llo)0^(Dxh°h-:/^lBi^bTVi^„ fflcoisfigxifh-:/^. £^Tf;:sa« 

[0 0 9 6] 

»Xt;h"7° 
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- ^ 1^ ^ (Dmmi \z^':)X^m'r^^t ti^T^ ^juih-yit. i ^ © 

#:fCj:oT#^e^(::igii$tlSxti h-7°tt, j;oTM?>nTV^§xt: h-7°T 

sxHh-7°^t^e.nTt/^^±^^, »xif h-y^iwy^yFt 

«^ □ >^ J; t X 5^ V >M^ffi5fee'5} izim^ x-Y >*5 J; tKteco y 5 y m ^ * 
ses»-rso ?Di/>^j:t//^^c^stx^5>>^^'^ie^xh° h-y°^\zwwr^m^ 

H^#ti-^>:/;KD^^Ki^f, ^^mm±mt^^j^y''^\'^^wy-^)V(Dm^un^ 

h\ ifflwmtfSfc«s^MSfe«#^^SA£#:@ajs®vif n:^^©^u ^^^^ h-^^ 
ur^^t f)m tiT V ^ s > 1 ^ fc ^a:IIfc . 7}t u ^ 7°^ H 0 -9- > y 

Mt. mm(Dt^')^y°^\^m&^^ir^z.tf}m^Li\ h^^^mm^MiLmmots 

[0 0 9 7] 

t^v^y°^]^(D^n^n0^yy°)v^^^.^xw^rc\mmm-^i^x. iiM(Dmm^ 
mfm'&mmx.\f h--y'>s:mm'^mfmmj--\i h-yizm^-r^o -A^^xt^^j 

^n^etKDii-yy'jv^. mtKLtzmmMtmm'^^^o elisa. ^^rs^j-x^y^u^ 

T-^ y^uEo^'Amx^^nxi^^^im^m^bxmm^nDc imMx-mii^tcm^^ 

i . umMxmmLrcmf'km-\Lmm(Dts u ^7°^ h ^^wyy'Mzm Lxmm \z 
^^x^!^r^yy'±)V(DM^i:mt^o i-D^fcmmo^mmoitmmm^mz^n 
^j^w,(Dm^^}t. \'D0iLmm<Dx.\dh~y°mm-^n^z.t^mL. ^®xk°h-:/ 
^a^'sa^jxt: h-y°x$)^^t^-^^ \z^r. -mmmo)i\:^mmmmm\z:^^if^m^^ 

mMj:.lih-y°m7Mz^^X&^:Lt^7nt. :i(Dy°u±x\mf^^mmm^^W 

^rc}mw,M^m^^xmnmL. gwxif h-7°^ii^-r^c mmmz\mmm^mmi\: 

[0 0 9 8] 

Lrcf)^^X-mx\t\ 2-:^J^±(^iLMJ$^#1-§4^U^7°^ H4'©1ge^xlf h-7°T 

t^-^ > 7°;i/ i , mmmzm^^Tc mmom&(Dit'^mmmn ^ mis $ -a- ^ x t- 
■€-n^'n©'t)->7°;i/^'^tt*3=fciK/srcttiEM$ii-T. imcDmm^mtmmji}^ h 

- -/^SM nTig;^d;gai)x h° h - y (CijfeMT^ X T- >y 7° i: > 
•^t > 7> ^ 1^ 01 i M $ ^ X T- >y 7° i: , 

M iz^-o x^f^r^ y^'±)v t . it'^mimmmx^mLTcmf^mtrmmos u -t-/ 
"f- }^^^t^^>y'MzmLxmihmiz^'D x^j^-r ^y^^~t)^'^\m,^^7.^vy°x%^ 
X. ^^feM U ^ y ^ l^^ ^^iriJ- > ch im'm.^ > y°)V ^^wy y°)\^(Dm ffi 0 

m^^ffi. lo©i:#:Em0Xtf h-7Wa$ns^:t^^L, -^-^xt: h-7>'gl¥)X 
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[0 0 9 9] 

[0100] 

mmmmf4Lm)^yni>n{if^m^\mmi.tcm^mLfcy''^)ty^yn^n. ^tc 
t^^y':f)V(DRt> D \z.iEnm^m) ^y?'^^v.<omm^^tsz.tif'X^^o 

[0 10 1] 

rm^y/^^mt. im.^^mmt^mm.mm^yni^'^. "^t^^-i.m^xm&^-^mtmmm 
mi'y/^^m.t\mf^^it^m{m'&^^^t'^mm^h^o %(bnx\^^^^m^^m\.x 
. ^m^\mm^^^)-ty\zm'r^m.m.^^^^M,\mmt^xh^^. 

[0 10 2] 

EPA^s, ^m%mi^^nwm^<^mmmm^ y/^ ^ m ^mti-r^ ^tiz^-^ xmnrcm 

^m^z^j^'-hix^^. m^U'fvyi-ym\'-n'iz^j>mx& d o-^-f-try-^^^ iz^r) 10-^1007° 
u ^ y/mi) . 'I ' « 7° p T- :/ - -if »ttp r p ug^mo^mk^iZ^R^^^z.t\zx^x mwm/ 
mmm\z(D^)(kiii'^mx^^o ^^\z. ^muiia.m§Amt\^^rti^s mm&(Dm^m^y 
/i^M(.tf^t>%. mmmz\m?s^<DiQ^i^^m^^nv?c)^ :^^xsi^n^mi^yn^m 

m^Lx. ikm:^^zsw.^\zmi-^EVMzm't^m&(Dmi&t. j^ATwfew^MbT^i 
^iz^^xim^r^. 

2.^mmm^y/^!7mtimm'r^'Ey')mmmmmm<DihLm^^Wo 

[0103] 

immumz^'DxmmmzA^'^mt^^mpm\t. t h^^rsmmz^^^xmrnt^ 
mmmm^y/^^mtmim$>^mm^. tm^^t^y.^v-^.y^'t^rc^omm^t^ 
^mtmm(DmMtT^^o :^mm(Djjm\t. mmmiz^^^x^^f^x$>^. -^m^u. 
lE'^ikm^^xsmiz^^^x mmmm^y/^^mm'^i m^^j^^^^EfMzx-DX. Evm 
:iti^(Dmmpm^x tmh^j iz^-Dx^m^^nm^^it^^^. nyyy-^x 
<D m c^an® ^ yn ^ t iwi^^delfia-trfs/ ^t^tu^i^^E'Df)^^ 
#fj(c^sf So mm.^yn^mzii:h)mm]^^yn^m(Dm%m mm\ a. imm 
mmm \zM~t s x e h - y''um ^mmzm)^^z.t^^xt^. ikm.^rz\m^o) mm m 
jg^>A°^H(7)ffiv^Mm«tB^nsi^'&. mmizmmimm^^mzimvx. mxu 

^ » & nx V ^ § mils ® EL I SAT 1 :fe I ^ TM (CTO $ nT #®?gtt^J 

. ^^zmni ^^nmmm^m\^^xmmmm^y/^^n(D^iH^mib^. 

[0 10 4] 

nmj:}:fh--/(Dmizmt^o immmmmxit^mm^t. 2o^±®i£#:@Hj^T#ffi 



»I|-^:F18968A2 PCT/CA2004/001 503 (Proof) jfa B :¥/^18¥ 29 B 2i 

[0 10 5] 

LTRjSb, 6H4^^DYEDRYYREXb° h-ylcMUTSiSr^o -^^IZ. A)S ^filif §6E110 
EFRHDSXl: h-7°(^5*3~8) fl^LTSlST^o 
[0 10 6] 

:$^mmo:)^'^iit^\zm^\z^'DX\mmt^. momi¥^^nm6nxi^^^m^)mm 

[0 10 7] 

mi] 
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[0 10 9] 

^m}tm^mx^t^<^^nx\^^^. mXU. Kohler^J:t;Milstein(Cci;oT**li^ 
^nrc/\^y^V ]^~-^^m(muTe 256, 495-497 (1975))> *5J:r/hbB«A-fyU F 
-•^ftffiCKozbor?), Immunol. Today 4, 72 (1983)), h h^:/ ^ n-^;H/L#:^S#it*^ 
?tJ6cOEBV-7\-r 7''U H — "v'tSfi (Cole?), Monoclonal Antibodies in Cancer Therapy (1 
985) Allen R. Bliss, Inc, 77~96^->'), :id^XSn>\ii-h^J7)V^^y<^yV- 
CD7>^U-->^(Huse^, Science 246, 1275 (\m))t^E(Dm(Dl^^)o A^:/U 

'^mm\t. ^■^^I'tw^mizKj^^^r^iffii^om^izmLxfimt^mzx^ u-:n>^ 

:itf}^x^. ^ y ^ u-i-)immmm^^ z. tf)tx^^o 

[0 110] 

Sfci6fcM$n§«©;^?£(f'lx.«\ Morrison?), Proc.Natl Acad. Sci. U. S. A. 81, 68 
51 (1985) ; Takeda?), Nature 314, 452 (1985), CabillyS, XtH#fFS4, 816, 567-^; 
Boss?), ^H#Bm, 816. 397-^; Tanaguchi?,, i:iI'H#fF^^EP171496 ; gJCiWiltfF^I^O 

173494, ^mwrnmno^m^^m). 

[0 111] 

ftmz\mhnm^i:)^. ^:n?><z)#^e^trL#:, ^^tzMxmm'^^^. m.mM^^ym%(n 

tc \-X^^-W7f^'^ - FI-^ieiM ^ -< U - ^ U -X > 5 ^1 1 J: -3 f:: 

SMbTM®F^T%S$n^(f!lx.^^Ward?., Nature 341, 544~546 : (1989) ; Husc 
Science 246, 1275~1281 (1989) i^cfcr/McCaf ferty Nature 348, 552~554 (19 
9O)^#0,ajo ^^V^^^ScID-hu-T'^X, Mx.^fGenpharmt' j;-5Tli%$nfe^x;^^^5^ffi 

[0 112] 

M]£ 3^ >/A° ^ H ® X If h " 7°, * \mm^. ¥\ X. »*is^#: * tz. 
/\° ^ H CD X t; 1 — y°^m^^^(D\z-^mxhy^. z^n^mm-^fz. imt-x^x^ 
^>A°^®cz)xk°h-7°©~-iitt, as, » *fe«MJ3a^e^^tii-r§fci6ic§B 

t^jl^nSo in vilro-rAy7^;/-fe:-rfe, fS^®-^^(7)W«&l?ffiSfc«Ii^-r'&® 
f;:WfflT^^o *fg0M(D^#:^in vitroTMbT, j^liM)i^>A°^R^M-rSJ;^ 
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[0 1 1 3] 

A), mMm^. ^T-^y^x?M*Rjs. ^ctr/mmm^T 

mm^>/'^^mz^^xm^^^-^n^mm^mwit^<D\z. mmt^mx^^o 

[0 114] 

®. m^umm^^zsmmmu^)vx0-^mmi\:^'Mfriz^\^^x^mx^^c 

[0 115] 

mLxw^M^-^'^^rzJ^o^^mx^Btixi^^^mmit^i&mo -mzu. *%bj(7) 
mmmm^mt^mmxm^izX'oxummhx. mmhtct^v ^-/^ ]^\mw,'^mM 

Mo^pmzm-^^^^^xtmio ^ zsmm^izmn^^^o mn^m^mmomiz mxro) m 
M'lmmtm^u. 3h, ^k. 35s, 1251, isq), '^^nmm^u. fitc. n-^'a> 

Tir5^;i/3iU>xXT-^-i?)> fcf^^:::;PS(^g^Ttii^>, 

xM-:/hTif>'>, ^^i^^\m^^fcmmmiz^r^xWiiir^z.tj)^x^^mm^'ii 
iz^-oxm in r^^tf)^x-^^). T::Aut^~-^-\z^-oxmWi^n^pn&(Dt^v^^^ 

y. x}fh-':^^^i-^^$>^^^^n<^rzn\z\tm^ntj:\.\ m^^^<Dmmmmx\t. 

o m^mt^miz^^xmB^zmzMs^^y ^y^Tcu^uu^ i^uEomm^^&o 

[0 116] 

ti!)^x^^o mmmm^y/^^M(Dj:.\i h-yizMLxKm'm^$>^umzmvx'wmt 
^mr^r.:/xm^^mAr^ct\zX'DX->k}m-mmiii:s^mm-^^^. f^mm^:ij 
m^mr^z.t'hx^^o M^it. mmmm^ y/'^^m<Dji\dh-y°fj:E(DTr^v ^y°^ 

mmizmmhrz(Dtw\m(D^iii'^mMMxmmvrc^=^ifL^'^^r yx^$,^x 

[0 117] 

i&mmm^mii\^mmm t vximr^ t^. ^-hyz^^^^yyn-iz^-Dxm 
mmm^y/^^n^imm^'r^z.t-/)^x^^c ■t-hyz^:t^'yy^-o)^mt. 

©^©^it^iJST^ ^tiz^-DX^mit^^ ;i ti)^x^^. 

[Oil 8] 
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[0 119] 

WMT^^^^i'i^ systemic evolution of ligands by exponential enrichment (SELE 

(Cerchia Le>, FEBS Letters 528 (2002) U'-^Uf^lzmM) . ZLCD^Ws^i^^LX. 

relWieVi/Ot^^nT^T^feD (Bianchini?., Immunol Methods (2001) 252 : 191~97). 
[0 12 0] 

«^;i/^rL;X^Xpertubagens)«, M±ItbTfi<«3t&^f;:^^Lfc^>A°^M®rig« 
g{±lgffi-rifA^^5'H;^^^^IM^n^AX^>A^H-C^^ (Crawford M?>. Brief Funct 
Genomic Proteomic. 2003 Apr ; 2 : 72~9)o ^7°^ FT :/5'T-ttiji#:i:|wIiltfi< ;i 

m Lx=. h u±)vu-7.±\zm^-^nrz^ y^^^n^^u-^mmt^ ;i t-fj^x^^ (cra 

wford Me>, Brief Funct Genomic Proteomic. 2003 Apr ; 2 : 72~9)o ^'f^]^7'f^'^ 

M:@^>/1^K;^c5:£®, 2-::)J^;±©iL#:EJ^T#ffi"r§^U^:/^H^MmT2)Of'Wffi 
[0 12 1] 

mmwMx\t. mmmm^ yni>n\ty°^}-t>^ yn^mxh^o \m'mmrMx\t. m 
mfm^yn^m\tr^u-( ]^-^xh^o ^(Dmmmmxn. mmmm^yn^%m^\x 
^yA^mx^^o mommmmxit. mmmmi^y^'^^m\ta-yp(^u^yx^^. 
m(Dmmmmx\'^. mmmm^y^'i^M\tm-\x^^o 

[0 12 2] 

:^mj](D^mx\t. ^jx.m m^mnm^w^rc\tti^hu}iy^m^m\^^xt^ 

^ffliifcMSfCctoT, t^v^'f'f-]^^m^\z^'DX\mmi^. mmmM\tti:thu]dy 
ifM. ^m^mi^^zsm-^^i^u^mo^i^f^K th\'DT!)^^m^\z^^x\mi3i-^ti^o 

[0123] 

mm^7:^i^yx^yA^n^mMT^^t\z^^x. ^iii'^mfjiUm^yn^n(Dm 

[0 12 4] 

m^^tD^mmmmmmrmmm^hTc^t^t-^^x^^. m^t<t. }^^y)vmm 

±hV^l\ (SDS ; ^ 7 U )Vmmi- h U A <t UT t)^0 & tlT §) n -xV > ^Vt >y 7 T - 

^x^yyji^m^r^ z.tiz^-DX. m&mm^ y/^^mr^ E(ds^j ^y°^ h nf« 

f^^X^^o SDSn-xV >^Vt>;/7y-4'Tit>7°;i/^^ii-r§^t«igAbfc 

;^:f^>'MS^tMa^t5^'^t>7'';^^SDSD-x^ >^'A^^;;7 7-4'T»r^i^'&, •it> 
F'7y ^:/miSA7^y1r-fl^«. *a»^:vx^— h-y->7°;i/ff cD^bfe^^iSSM^' > 



MgS^:F18968A2 PCT/CA2004/001 503 (Proof) titfj B :¥/^18¥ 3i! 29 B 25 
'^)Vt]tmLX. Mai'^t>7°;L'4'^C2.5~3jg#<CD^ffi^^PrP;^^^#ffi-rSo htzi^^-^ 

y;i/^SDSD-x^ >^^f T»t-2)o 
[0 12 5] 

BtrBlf>M^(TRF)2MELISA:fej:lXDissociation Enhanced Lanthanide Fluorolmiiiuno 
assay (DELFIA) 

tffi::a!-^fci;^>lc, ifmmcDl^mz^-DX^mkmi.^^m'^^Z.h'tfiX^^. Dissoci 
at ion Enhanced Lanthanide Fluoroliniiiunassay(DELFIA)J^#T^MT^0#rBj^M7t2% 
§m%k\t. t^e*©ELISAS^J;D 1000MS;^m<, «HJ®:;^?£<i:ifc^rMbTin vit 
ro. h^>X>'x-^j/i:7 x"i7X^:7^;i/(0#M^>4', ^J;UJkt-AD. ALS, PD 

[0126] 

DELFIA7 \t. ^-n t"-^ A (Eu) ^^XS^WMm^mm) 
>^r:HShl/— tJ— ^MbT. m:^>-^^■:^;^^alJ^T^(33). ^>^:zH4^I/-h 

^>Xt-A«> t)T?0M00fmol/Eu'^X7l/^»-r^^<h;0^^T^^(33). 
[0 12 7] 

96-'^x;i/yi/-bDELFIA TRFI^f^*5ViT, Aj3, tau, SODl. )\y^y^^ 

y. a-y-^^v^y. i^^t^p^ H4^u^:/^F. vV7s^y^^W^fs.^(himm 
m\z%m-^m%'\^tzMMmm^^yn^%(D^^x\mt'^o 

[0 12 8] 

2MEPA«, «-t)->7°;i/(7)!i*#:Ff'JCi>ril$nfc^ >A°^M«m{CMT§ii#^ttSr 
if^^-fr^o -^W^Ttt. 2-:3j^±<Z)fk'-?^'6^tlif|ipJtg;^j:xt: b-7°;0^'^n^'n(7)l* 
U ^ H b , ^^fflT^ (M ^ ^zitt.'^c el i sa{c ^3 ^ M ffl) f^irrf^ 

sfl^Tfj:^j-n«7j:&;^c£v^o mmtmi^^^zsit^mmm^m^x. delfia-trf^epa^^ist 
(D'^^vty^y/'^^wmmi^tmmcD^^-^x^^m^. ^nm'D<Dt^^)^f9'\^mM 

[0 12 9] 

vTc^^-DX-mmmmxit. DELFiA-TRF»A^^fflbT, $miz{}^^Mx^^^mmm 

[0130] 

y Tmrn-b^^ imm-^ ^ ik^jvx ^yyTs^rh.xzmt'^'mtmmm^'n ^#it l t 

§0 ffiC7)«J]^tjTtt«0J^™bT, 7°U:t>P«^^a> AD. HD. ALS:fe JcrJ^'PD^-^ 

ii'^-^wmz.mM bT. y)\^mmmm.m.-^M\^xmz±^Eoi:>^-^^% 
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[0 13 1] 

[0 13 2] 

[0 13 3] 
[0 13 4] 

ffi©««<T«EPA^MLT, CRND8(t h^«MfW). "T'^XM^tXCSF (34) 
, ?^£^>t;fcG93Ah h2^^^^#:S0Dl h^>X>?xn^y^7V'^X(13)lil*®d^^:vx^^-h 

[0 13 5] 

S^g^i^T^ch hP(AD, ALS, PD, LBD) fi*(7)/}^^:i^x^- h ffCD, 
[0 13 6] 

cD«ji^iiT^i. mmm^a-y^^\y-(>izmLxumir^o mommmmxM. mm 

[0137] 

(-fi(Z)ISSMtM1"S> .M43j;tJ^'jfaMp°n(^Jx.^^«;^c£^©i{iL|S^^M, ifii»e>-^ 

x^ij-->^^fSo m(D-mM3mxu. mmm^a-yy^^u-iy^zmLxx^^j- 

[0 13 8] 

:^mm\t. -k^Mmmmm^y/^^K^^^rj:^^^t^m-f^^\z't^rcib\zh^mx^ 

m»4^ii*«#fflp°D^Km-rSo #Mffl»f^^$nTV^SpJtgtt;Ot*S:ti?B( raw 

:t >?#^^cr^ LTX ^ U >/f TS fcJe) f-S^T^ s o 
[0139] 
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[0140] 

[0141] 

iis#u^7°5"H^i, mmmznmz^\,^x^mm\zm^xmpiUm-'M^. 

mm(Dyjmit. ni^(DVrfc^rcmr?^<^y<)v>&m^LxMmmmizn-t^mmi^(^!t^ 
^'B^ '^^T ^(Diz^^mx^^. mmmtmmi^ ^(Dy^^j^y^y/^^^woi&u^Mt 
, mmmm^zM-r^m^m^^^-ro iwid;^^^, m(Dmm^rc\tmmmm^y/'^^miz 

[0 14 2] 

^< (Dnmmm\mm^y^^^Mtmm^^^o)x\ mmo^jm^mmmmmmit 

m(a-y^^y^y). )\y^y^'vym{)\y^y^^^y)^ ffi(p53), Sfm(Mx.«\ 
PS75D-r Yt^^} ^-^"^^^^uvyy.f-y) . u^mz%m^^yny%(Dy^-)'v 

y^. m%-^fz\wmMmt.mm^^^»'ymsm\zm^^ 
s6fc, :in^(Dmm^^xs^n^(Dmm^y/'^ymz^mx$)^o z.^^'jrmmit. # 
mm^^zsmoi^m. u^mz-Mmii5L\z:^^^x^f^x$>^. 7jvy/w^-mx\t. 75 

f;:j:oTMH:'i$ti^2^coxt: h--/. ^j:^r;t;:ffi®T$D< H jswxtf 1 — y^cDj^MnJ 
[0143] 

^^v^y^mwmom^ 

:^mmitt^^j^y''^}^m0m^^^^Hi^^(D\z^mx^^(Dx\ ^mm\t-^?>iz. « 

-miz^n^7s.n^ ]^ tm^^zsm. mmmmmmit-mzmi^^smi. n-^y 
V ym^^nv\i-rh^m\zm'^^ a-y% ^ y. a>^>^ h ym\z^n^/\y^ 
y^^y. mm-m^z^n^WAr^u-^ Yt-^}^'f^^Y^^nvi:^7.^y. f^^mzm\z 

^tcMrv^^^^-^o if%mt-^^\z. ifW^m^\ztmhfz.iomzi:^xm'^^n^ 
^)irym^'mmr^(D\z^mx^^^t^7^to 

[0144] 

yn^m^^<Dm(D^m^rz\twmmmt- u ^y°=^ h (dwm) ^um-r^-^^ e -5 
m^r^(D\z^mx^^. ^yn^M\tmmi\:,'^mt\n vivo^tcmu vuroxmrn-^^ 
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[0 14 5] 

c -\ CD 7° U :t > ^ > ^ Kfe^) ^ lfl*-r S « ^ IrI^-T § s6 ^ -3 T , 

[0 14 6] 
[0 14 7] 

^(Djjmx$>-^x. 

APPi5^ >/\° ^ K izmm-^ntzt^ ^ 5 ws-r § x x y -f^t^t^^m % m^r^a 

[0 14 8] 

5)! CO ^ ffl b T > P rP sc ^ > A° ^ H f;: tel^ $ n ^ -5 fij aET ^ X 
[0 14 9] 

[0 15 0] 

:$imm^\zmm'r^mm^^zsnmtmm^$>^m(D-^v^^^]^\zm\.x. mc^m 

[0 15 1] 

^^^y ylv^ j; rt y-fy^yV-^.^yz-^^Mt^Emm^fcU^y/^^Kt 

IS'&T^/h^Mll^^icKLTS^M-r^eiii/O^^T^So P1M«. 7°U^>^>A^K 
[0 15 2] 

^ynyniLmm(D^iii 

x^^^\ ^^h^mf^miLmm(Dt^v ^y'"^ }^x$>^-^^^m.iii't^-:^mx$>'vxy 
mmt^v^y'^vtmmm^mm-^^^^y^^yy't. 

^^^m^i'^r^y.y^yy't^^ts^m^fitso 

[0153] 
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[0 15 4] 

7°/0^^M^igT^ D»^J^S)SL. fill(Di£#:@H0Ttt, liWxtf h-:/5&^^SM™Tafe 

S «f W J: o T) , 

-y°\zmm'^7.v-vy''t. 

x^^tziimmxh'Dfcz.t^^L. ^\^mtmmy~}±v-y°(Dfm%^^o{Ktm. ^ 

[0 15 5] 

m±r^^t-^^x^^^o ^mm(D~jjm^m)i]hx. \-o^rzmmo)i\:^mmmn^^ 
om^mi-t^^t^^x^^o 

[0 15 6] 

m\z{\m-^nrct^v^y°^}^(Dmw, 

*feBj^«> ^L{mmmy)(Dm^i'^x.\lh-y°:^m^(Dmm\z^'^xmm^n^. mx^i 
(Dmmmx^^r^'^^^)^-^^Y^^m-r^i3'm^m'^. m^<Dmm\t. ^}>mit 

}t^m^\zmm^n^mMm^^^^c^mm^^tsctf)^x^^o m^(Dmm\t. mm\ 

\z^^^iii-A^^mm:r\ih~^i}mn^o^mf^o t-v^y°^}^(D^>y°)m. mi^iz 
im^nui^^t^v^y'^ ]^^(Dmmmummj^\i h-7°i:^jST^»iiji:^^$i±s 
o m^<Dim\rMi^^xm^t^o m^itm^(Dim-^^vym^tx&^m^. ^jymitmt< 

xk°h-7°^Ci|te|^1-§4^X7 7^-iilcJ;oT> #U H^M-TSo 'M^X^^ 

7°^H«. mtr^^o^mn^m^mi^^xmn^-r^^o 

[0 15 7] 

{yfc-fi^-DX. -^mmmx\t:$immt. 2'D£i±o:)iLmm^^r^t^v^y''^]^^(D 
m^\zmm^nrcmmx.}ih--y^^\ii-t^jjmx$>^x. 

mm^mumm:i^}i h-y'^mumizmmt^mmMt^^v^y"^ H^gM^-tt^xT- 
yfx$)-jx. $m^MiLi$imm^rzim'i'MiLm^m(Di-:Dizi^i^x\t. MS'jxHh- 
y^^mm-^mx^rimmmtm^L. m(DiLmmx\t. n^jLiL h-y^^mm^mx^ 
y)mmMtRmr^^tf)tx^fi.\^^xf-yyrt. 

izmm-^tiTct^ u -^7°5^ f ©isegx h h -7> e. gi^©»?ri^iTs w tii-> 

T';^ ^ S $ -fr S X ^ <h . 
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[0 15 8] 

xt F«;«>-7(2):^7-tf'1' >Sr7j^;i/^JHbL(Pizzano R^., J.Agric Food Chem (2004) 52 
: 649-54), ^til^J t ct'S^cDMm^O^ e>^f ffxt: b-y-^SViH-To 
[0 15 9] 

m^^t\z^^xm^\z^-DX\tmmvx. -^mm(Dijmm^rm^^noo m^«^ 
yh}t. (i>u< t^\'oo):$:mmm\z$mrmmtmm. ^'/^}'^rc\mw-^mm 

m(D^ yA^m^mmr^im^y^^ 'j-^^y^^-^xsm^ir^rc^cDmmm^iz^^^x 

^^w^rz\t-!^^j ^a-i-)mi^^^ts:it-f)^x^^o hmM^iz^-:>xu. mi^ 
s fc « 7 J: o Tgi^ii^ ti-g) X If h-y°^mmr^ fc^(D^>t^ <th\'D ©{b^ 

m\zm-^^. ^u%mm\z^\^x^mm\zf^mn^mm\z^^fix\^^^. ^m^mn. 
^mxh^o ^ 

[0 16 0] 

^n^(D7y^-(m^Tn%. n.m.um7.)v-^y vm^\zm^-^^mm.itt^^t.ifi 

x^^tm^fDM. 

[0 16 1] 

[0 16 2] 

(«M1) 

IK*;^vxt>-h^^7Xv>CO#ffiT^C:feViTpH3.5T-f >^^rL^-M-§ci:, PrPtt 
^Wmm'^m\zU X) , PrPSc(7)^^ET V^TPKBtt^ yM<h®5X7:t -;^T■v 
f-^^bT$&t-^»^Stj-^t-<;^d:§(29)o :iomMJiPrPtt. PrPScco#i4t«L.T]!5 

^m\z^7.y y^^^w^fc\m.m\.fc r^7=>7°'j^>j t-*§o sm(n 

)^J;rmmS(«)W^i^x^^--h^ftjiS®^;i':t^>'Mm<^:*^::-f >=^:iA-h 

xi^^ri^x^^" hF^f;:, 3F4(giiA:feci:TO tmAmm^i^isvi) (Dn'jj\z^^xmm-^n^Yr 

[0 16 3] 

x^'i/-tr-^^b;^cAAXi^-fl^F^cDPrPtt, ^)V:^^ymmm\z^^mmti-'^um 
mmm\xmm\.fc(Dtmm(D r^:x;v-/u:t>j ^-Mt-sxtfh--:/#ra^^, x 

^ I/- tf L fc/^ A X " (Ha) flg 4^ 0«iE«M]S- 5X7 > ^^VJ > 
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X - b pf^- OOP rp CO 3F44a mmj:. k° b - ^jv^^zymmm iz^^ imm^ ^um^ 

[0 16 4] 

mmx^^ 

mz. ^yy°)m^)V:^^ymMm.xm^L. '^\^xfiMtmm\z^'7-py^r)^tc\t 
isLT-o+n^- hb ^^Tnv>^i^v^fcij->7>(7)M«, ^M^ymmm\z 
^^{mt^ ^Tf- u ^7°^ H^MT^prp (43-45) mmt^Mm^^^. ^)V't^ym 
mm^mmz 2 . 5m<d - v > tmzmmbmm^ y^n^^-yBy^^r. t^z j; ^ t 
, ^mmzi:'Dxm^i)''Xh-Dfz.i:.^\z. zY^^^mujDd.h-'fMi^tfi^-^n^z. 

^j3L^'^-h^^7::^i^ytmz^y^=L^-Vt^t.. 3F4:feckt;6H4^Ay l£-X^fflVi 

x^. ^jvt^'y'mmz^^'^^m^ h'm.-^n^nY'^m-^^^ z. hti^x^^z. t ^ 
Mmt^zt\z^-DX. ^Bi^xm^mm-^nxi^^^usmit^hfci^vrco 

[0 16 5] 

-ovt^^ymm. Mmitym^^u^^^uymm^i^ri^v yom^z^^yt^m 
tcac) 0 ^rcnm(nmmm^m^rcm^Mmiz^-ox. £>iT"®xtr h-'fumizm-r 

[0 16 6] 

^^\zmmLrc{-(A/:/uy^^y^. ^^zsmm^^mmmc znizx-oxit^mno) 

m^^zsm&^^mL. \^j'^-^yA^mtmm^y/'^^nomom±oMw^m\z 

^ ^ (^- X 5 P r P «6H4+43 cfc r;3F4-T afe § ) . 
[0 16 7] 

fcM^»*^(7)S4^T^mWtg}^j:PrPScitJ^fj:§fb^^^i^fiiflitt$^TpJi^ >^ 

[0 16 8] 
(^MM5) 
mm I SAI^ $ -BrfcEPA 

SftPrP t l^f § X If h - y'WMTv -k-f t \^Xm^iiTSm^m.W t LX 

3F4^M-rsm7t'y-> F'7^ >;/miSA3^M-&$-ti-f^(H3B)o +f->H'^^ y^ISAT 
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5~3m®PrP:0m*$n^o 
[0 16 9] 

(«M6) 

mMUSk^m}^-t^. «X.PrP(Z)108~109fEI(Z)^-T-®^ai/^^^«$nT^TV^§o i^)^ 

ssociation enhanced lanthanide f iuoroinimunoassay(DELFIA) fcJ;-cT#A. 5)tl§o DELF 
lAU. D t: A (Eu) *5 J; r/P#rHl^^#m7t (TRF) f^E0^U-hi\:'7>^r.\^mmh 

mfemmimM(D^mt^ o 200, ooo{s*Tfi<i^^. ^ms^i^u^tmrnrnf^tcmz 

•^y:^MZ\mizmmX^^)o DELFIA^S/X^-A^, t)1"5&M00fmol/Euf^x;i/^|ll^f 
^:itmx^. ;in««(Z)ELISAT^7-fe^(7)1000MS/Om<. EPA(3j:^-@(Z)yU:t 
>^^{±lf So DELFIA^ffl<DftjiJ^c£TRF96':7X;i/yi/- hU-^-tlWal lac-Victor (Perki 

n-Eimoiz^-Dxmi^^n. z.n^^mLx^>:f)v^m^^mi[:'r^o 

[0 17 0] 

mmtii\^^mmmmn^^zsmm^^^mLx. delfia trf^^mutaax^^- 

1. Tmz^:^m.m^'f'j^>^>'/^^M(D^m^mwLm-f. mmi\:^ i^^n^m^tr^ 

2. AAX^-43cJ:y^^h hP:/U:t>J::P-rSDELFIA-TRF(7)iiS^i!lA£t-Sc 
[0 17 1] 

4^ © 7° u :t > ^ > A ^ 

EPA^S, »ffi»J;WyW4'<^PrPSc^^m-rSJli:ti:^Ti^^l^<)^ffitt^«b, 

^(Drc&(Dmm\tm^^&Lm\ it^y'^j :tym\^mz{}>mx^r) (n-c y^-i \z 

cfc i9 1 0 ~ 1 00 7° U :t >/inL) , S CD 7° n T- T -if BttPr P ^^McD'f^M $ 1^ § ^ ^ 
S(7)PrPC(PrPSc0io6^^^^§), *5J;?JCM®MiS^>;ii^M{CJ:§ r^iifj iztmLta 

izm-f^EVAizm-r^mmomm^t. &.-r(Dh(D^mmi^xm&'r^. 

^i:lKM; ... 
[0 17 2] 

mmmmz^'DxmmmizA^'^mu^'^^mn. t h*5j:r/«{-:fett§7°'j:t> 
:jjm\t. mmm\z^\^^xt>^-mx$y^o iE#jiiL»j;t;s{c43v^T ryu^t 

>]^^J ?|l^^;gv^§EPA(Cj;-3T, EPA/^^^^ne>©^k#l#:r^'1^T Tjillrgl^J fCj;-3T^ 
S ^ S /"j: t/^ ;i i: ^ ^T, ^3/ 7 T - T © iWJ D 7° U ^ >MS i: ^ti ©DELF I A-TRF x ^^ir 

mm^ii^tu^t^^^-A^^^^izi^^r^. mi^Mm^z.tiz. ^m^yn^m\z^^vr 
psc0M^e<) mm} \t. it^mmmmmizMt^j^iih-y'im^mnizmib^z.t'^^ 

^m^izmmLX. ^||#f::^e.nTV^STfTK(Z)ELISAT^;/-fe'f C^St/^TAMe^frraS 
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[0 17 3] 

im^^^mmni^MovvY^mmr^-^^. 3F4xtf h-:^^^< mmo)m(Ditii^^^^=- 

[0 17 4] 

(«M8) 

r^n^ H/3^7°^H(A/3)«. T5P^ Ht[rW^>A^K(APP)©^>A°^K^^^iy 

^TMT^^o X.\ih-y°mmm^imLX. APP®A3M«4'®6E10Xtf h-7°«, 

B)o 7j<'1^J^43^j-«)lmg/iiilT0-t!^(Z)-r>4^^^->/3 >tJ:oT?l«bfcAi31'-42^^5^ 

(•)A3 l~42^^T04A:^;i/Df::g-ro 
[0 17 5] 

APP(Z)6E10Xtf {gVipHt^^Jc-^TSffiTSADF^Tj^^rvx^^- h4'^J:r/TF.« 

Witz.<j^'m.^^-^-tm^. n^yvk^^xm. APPi:A^-Hpi<>«^^(*5^e.<A)3 

[0 17 6] 

J}a^J;«il^c7)APP4>(DA^xtf yjl/^^/yWr-^ffio^M^if^M^ 

[0177] 
EPAf:iJ;§M*Tau^>A^K©^ai 

|®^©XzL-D>JJ, taufci;i:<7)m[^iS^>A°i^KSCSFft'(39):j3^U?*5^e.<Mi^e<J(C 

[0 17 8] 

(«M9) 

EPAfC J:§«mx-A°-^^5> H A^— tf-1 (SODl) (D^til 

-D>f-^i/iT(l5), /'cs:S^^f::y^g|5^>oh^>XS^xx>y^:7 y'l^Xde, I7)^j:r;^:(7)^ 
SOfflliJg-*(18)^x;i/f::*5V^T^ai$n§<, hhSODU^in vitroT»-r§:ii:/$?^T^ 

©ttM^fiJj^ LT, «S0D1^ >Ai>Ki«:ftS0Dli5' >A^rK§|SSiJf § ;i }i'h^X^^ 

[0 17 9] 

th»»?>ISMbfcSODl (Sigma) ^^mm\'CK^^\Z^\^Xm.%\^fz.. riJ^ffiS 
ODl«$*$'^:^j;JiS©DEPCT«U, mm^W-'^n^'^X^ h.J^Uv 

"f^y^X^ft.. tiJL7.^y^Uv7-Ay^\t. Mm©DEPm"«ttS0DlFt'TOtri:#:|g-& 
WffiT 5 <h L (BI5) , ^^mm\z J: Tf Uffl pII^T^ S 
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[0 18 0] 

4) S0DH-MT^#M'I4> i^^XS 

5) X7f^^ V H j;oT^=^»tf|i$n^i?'l4T5 (Glucfe j;t;Asp) ©#fto 
[0 18 1] 

OS^P^CJI-B-^ 5O(DS0DlE^J«: 22QKESNG27 ; 51EDNTAGCTSA60 ; 74PKDEERHV81 ; 89A 
DKDG9 3 ; :fe J; 1 2 7GKGGNEQSTK1 36 (i:^ : n b ;'c#J0) T ^ c 
[0 18 2] 

V. mmi^m^tmm^$>^ (SUn. JC, Nature Structural Biology (2003) 10 : 461 
~67)o 

[0183] 

h hSODl(DMtt;i/-:/:Asp Leu Gly Lys Gly Gly Asn Glu Glu Ser Thr Lys Thr Gly 
Asn Ala Gly Ser 

t; hSODKDM^IS'&JV-r^iAsn Pro Leu Ser Arg Lys His Gly Gly Pro Lys Asp Glu G 

lu 

[0 18 4] 

mmmm 

^i:feV^Ta:RWfC«$n^4'MXa.-D>(60,000*T)©i@#:««.§MM(?5, 

>^f)Zfef^«j5K$tl§(22)<, a-^>55^l/'f >^r3-Ft-5jte^©^«S^i> 
© /\° - ^ > y >-li ?r § a* *3 T5g^ $ nx ^ T § (2 3 it^ (3 WM) o 
PDiM{|^;0^'^^TOjt^s^a. Q!->p?i^Pi'>^ttiMWg)§/1-4^>T^'§)(22. 23 

, *5<^rJ^B5i5^cj:iEiK<Z)«tMW*§iiM«Ta5§l/lf-/h#:^(LBD)^^ 

Tffi^$n^(24)o 
[0 18 5] 

Syn-lXti h-y^^, DEPC(bX5^>'>^JStt)^fflV^fcfflM;^a->^^l/'l'>®-ft^ag 
^fi(pf::J:oT*i'a-fCcfcoTttm$n, in vitroTM^Lfca-v-J?^ W>tiDEPCXhr 
h - :/it» e. gU^}- W f::'f^M $ (0 6) o ; 
[0 18 6] 

^K«f*il$nfd:V^o 3mg/raL(D2^«MA53TQ!-5/^i7^-r «$-&§fei5{C3BrBl 

(Tij^ttQ!-v5?^ k-r y^^t^)^^xsm^>wM^%o^vv Y^mmmwm'^a-y 

^^^Ix-f >^^W^$S^^^Sfj;aSa)DEPCTMJlb. BD Biosciences/0^ 

^cZ)Syn-m#:&^V^Ty~n^:/T-^ >yLfco I1I6A«. ift?SS(Z)DEPCra'ft' a->-^ Ix-f 

>(c*5tt^Mf«§^®MW^g;Ti»^^fe§^<t$^1-o ^m\^ci-yy.^v^y\x. D 

EPC?aS:*MmM^cMrS*XDEPC(Z)^iS(7)±#^cj;§ia#:|£'&<7)«^^^^i^<^:^S?^^ 
;!:ne.(Df6^(?)y^7|21KH6B(-^-ro DEPCMfflLfcIE#Q;->/5<i7 W>(-)^0Kf*M 
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So 

[0187] 

mmmw 

CSF 4" ® « ^ ^ K ® 
^3Tf^m$nTV^§(37, 38)o ««r:rL-D>tt. >/\°^ Si 4-3-3, JZ-n-P 

^mmtr. AD. ALS, PD, ^i;mBD^Wrsa^ffi*<Z)CSF+)->7°;VP|='©/i^U^:/5^H 

?«f*(Z)J;b*^^^TSo ^n^'ti r^t^j *5ci:i; r-f^a xtfh-y^St-, ib^Ma 

J;b^^^SrSo SMmAb:feJ:«^egff|fp^S> ?^j:e.rJ?f3DELFIA-TRFI^^^fflLT, EPA 

l.in vitroTSftLfc4^U^y^K(cj;-DT r^^^^nfcj lETOFo 
2. AD, ALS> PD, ^J;mBD^^T'S)a#**®CSFo 
[0 18 8] 

mm^^zsx^ u ~::^y^-r^rzii>0mnm^^i\mmmommm^&mtf^^o 

[0 18 9] 

»;lAAX^-PrP(rhaPrP)43j;O:6H4ttPrionics)O^^.0=bCDT*ofco ffi^X-t hPr 
P(rhuPrP)^^Roboscreen;6^^>(Dfe®Tfeofco tf:t5^>-3F4:fecfctX3F4«Signet;^)^ 5)©^)© 
T^-pfCo 3F4^3;MKHVtMbTSJSb, 6H4ttDYEDRYYREfr^bTS^ST§o (SignetyO^?.© 
)6E10m)3^S, EFRHDS(M3~8)t;:MbTSJSt-So 
[0190] 

[0191] 

b /!: 5 :^ 7 ^ y ^JK?J0PrP*3 J; mPP^ilMc 
mMiib;^c5X7;t-;i'xV >^^^^©PrP^, ^oMm^c^v^T r^7=^>7°U:t>J 

ibTfSfflb, (29)tt'i:R#tcpMbfeo mmz\x. mn\(D\mm'^v:t.^--v^^ 

#:a®3. OMWGdnHCl (M^?^^b 5M) lN(7)HClTi«i5bfcpH7. 4Sfc:«pH3. SCPBS^^Tg 

fco pH7.4-T?Mbfc+f->:/;i/^, MMSlt>>^;i/<i:bTgbfCo 
[0192] 

agii Pi^ ^ >? X - h (Z) + v-Mil^M 

iE^*/t«5X7;r-;v7^v yT\m/'$k^mmm^y^^--vowMm{nii\m 

. 2 II 1 (7)^;i/:t^i/M?if!m^lOOmM(Z)NaOH/60mMH202(::^/&^ b;t feCD^iJPX.?^:^^' &»bT 

^jLT^^yyuvT-^y^. %mm ^ a-^t > f ^ ^ 5^el i sa b 

[0 19 3] 

|i^«SODl©DEPCMa 
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b Cits bfcSODl (Sigma) tt. lOmM© h U 7 t- (pH7) Pp©40_M 

«SODK 4mM0 7Xn;i/t:>m. *5cty^^0. 2mM»CuCl237t:3BrHl>0^e)?'ci:S^JSMW{bSJS 

j;:*5V^T«*t-§o (pJ^ttsoDi$^ty)®M'L>^ii0±?fi43j;r;(«ttsoDi^^tf)^^ 

^yhM'M^, $*$'*fj;}iSc7)DEPC(100pM~0.1M)T^!aiiL.> f^T«$it> JitSODl 
[0194] 

1i->y;i/«SDSD-xV >i>V^^^;;7y-(62niM(7)bUX(pH6.8). 10%^^UirP-;i/. 2M 
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